166 would have recovered from hemophilia during puberty. To analyse the effect of the 167 promoter variant on F9 expression, wild type and mutated promoter fragment luciferase 168 constructs were transfected into Hep G2 cells. As shown in Fig 4 the mutated promoter 169 fragment resulted in a statistically significant reduction of gene expression to approximately 170 34.6 % of the wild type promoter. The remaining activity of the mutated promoter is in 171 agreement with the clinical findings of a residual FIX activity in the affected males (Table 1) 172 and the results of the EMSA showing binding of AR in androgen-dependent promoter 173 activation. 174 In summary, we have identified and elucidated the causative genetic variant for hemophilia 175 B Leyden in Hovawarts. This is the first report on a single nucleotide deletion within the 176 binding sites of HNF4α and AR in the F9 promoter causing hemophilia B Leyden in dogs. As 177 the deletion only abolishes the binding of HNF4α, it can be assumed that male dogs will 178 most likely recover during puberty as reported in humans [29] [30] [31] . However, to prevent any 179 risk of a further propagation of the disorder genotyping of females is recommended in 180 further breeding. 
